Evidence for and role of the dimethylamino group in tamoxifen DNA intercalation in intact Chinese hamster V79 cells.
The in vitro and in vivo genotoxicity of tamoxifen is well documented but the underlying mechanism of this genotoxicity is only poorly understood. Tamoxifen is known to form adducts with DNA and it has been suggested that DNA intercalation may facilitate this covalent interaction. However, the low aqueous solubility of tamoxifen has made it difficult to demonstrate DNA intercalation by standard physico-chemical methods. In the present paper, we have employed the Chinese hamster V79 cell-based assay for the detection of DNA intercalation and report that tamoxifen, indeed, appears to have DNA intercalative properties. A partial structure activity relationship evaluation suggests that the N-dimethyl group of tamoxifen enhances intercalation.